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DETAILED ACTION 

Continued Examination Under 37 CFR 1.114 

1 . A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1.17(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1 .17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on August 
16, 2010 has been entered. 

Claim Status 

2. Claims 1-16 and 21 are cancelled. Claims 19-20, 29 and 33 are withdrawn from 
consideration. Claims 17, 22-28, 30-32 and 34 are under considerations in this office 
action. 

Response to Arguments 

3. Applicant's arguments filed May 1 8, 201 0 and August 1 6, 201 0 have been fully 
considered but they are not persuasive. 

Claim Rejections - 35 USC § 103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 
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4. Claims 1 7-1 8, 22-28, 30-32 and 34 are rejected under 35 U.S.C. 1 03(a) as being 
unpatentable over Dasseux et al., (WO 99/16458 published April 8, 1999) in view of 
Rozek et al., (Biochemistry. 1995. Vol. 34, pages 7401-7408). 

The claims are drawn to a method for treating a mammal suffering from or is at 
risk of developing sepsis or septic shock comprising administering to such mammal a 
therapeutically effective amount of a peptide and pharmaceutically acceptably adjuvants 
where the peptide comprises an amino acid sequence selected from SEQ ID NO:1 1, 
SEQ ID NO:2 and SEQ ID NO:1. 

Dasseux et al, teach apolipoprotein A-1 agonist compositions for treating septic 
shock (page 1 , lines 5-9). Dasseux et al, teach the desire to mimic the activity ApoA-l 
with specific activities such as activation of LCAT approaching that of the native 
molecule (page 17, lines 17-21). Dasseux etal, teach the ApoA-l agonist are peptides 
that form amphipathic helices in the presence of lipids, bind lipids, form pre-B-like or 
HDL-like complexes, activate LCAT, increase serum levels of HDL fractions and 
promote cholesterol efflux (page 17, lines 20-27). Dasseux et al, teach the peptide 
design is based on the helical structure and amphipathic properties of 22 amino acid 
consensus sequence derived from the helical repeats of ApoA-l (page 17, lines 28-32). 
Dasseux et al, teach the having negative charges being distributed on the rest of the 
hydrophilic face of the peptide (page 33, lines 25-29). Dasseux et al, the agonist can be 
used to treat any animals, especially mammals, including humans for enotoxemia which 
results in septic shock (page 78, lines 9-20). It is noted that sources of sepsis or septic 



Application/Control Number: 1 0/51 9,41 7 Page 4 

Art Unit: 1645 

shock can be caused by gram-negative or gram-positive bacteria. Dasseux et al, teach 
administering the peptide by any suitable route to ensure bioavailability (page 83, lines 
30-36) and pharmaceutical formulations including a wide variety of pharmaceutically 
acceptable adjuvant carriers (page 76, lines 24-32). However Dasseux et al, do not 
teach administering SEQ ID NO:1 , 2 or 11 . 

Rozek et al., teach apolipoprotein C-l (ApoC-l) is an exchangeable apolipoprotein 
distributed mainly in HDL and VLDL, where HDL facilitates the uptakes of cholesterol 
(page 1858, col.1). Rozek et al., teach that LCAT is primarily activated by ApoA-l, 
whereas ApoC-l serves as the secondary activator and stimulates LCAT activity up to 
78% as effectively as ApoA-l (page 1858, col.2). Rozek et al., teach ApoA-l having 
affinity for lipids (page 1859, col.1). The main structural motif which facilitates the 
interaction of the exchangeable apolipoprotein with lipids is the amiphipathic helix which 
is defined as an a-helix with opposing polar and nonpolar faces (page 1 859, col.1 ). 
Rozek et al., notes that Rozek et al., (Biochemistry 1995, Vol. 34:7401-7408) disclose 
peptides corresponding to the lipid binding domain of ApoC-l and is characterized by 
repeating amino acid motifs of 22 resides which form the amphipathic helical structure 
when associated with lipids (Rozek et al., (Biochemistry 1995, Vol. 34:7401). 
Furthermore ApoC-l directly increases HDL serum levels. Rozek et al., teach the 
hydrophobic side chains are exclusively on the concave face, forming two hydrophobic 
clusters; there are positively charged side chains at the interface of the peptide and the 
negatively charged side chains are located on the hydrophilic face of the molecules 
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(page 1863-4, col. 2-2). Furthermore, Rozek et al., disclose peptides comprising amino 
acid sequences from SEQ ID NO:1 1 , 2 and 1 . 

Therefore it would have been prima facie obvious at the time of applicants' 
invention to apply the peptide comprising the amino acid sequence as taught by Rozek 
et al., into the method for treating a mammal suffering from or is at risk of developing 
sepsis or septic shock comprising administering a therapeutically effectively amount of a 
peptide and pharmaceutically acceptably adjuvants as taught by Dasseux et al., in order 
to provide an apolipoprotein A-l composition for treating endotoxemia or septic shock. 
One of ordinary skill in the art would have a reasonable expectation of success by 
including ApoC-l peptide within the composition of method of treating sepsis or shock 
because the art teaches the using peptides that mimic the activity ApoA-l such as 
activators of LCAT and Rozek et al., teach the ApoC-l peptide has said activation ability. 
Furthermore, no more than routine skill would have been required to include the ApoC-l 
peptide because Rozek et al., teach that the ApoC-l peptide forms amphipathic helices 
in the presence of lipids, bind lipids with its lipid binding domains, increases serum 
levels of HDL fractions and promotes cholesterol efflux, just as required of an ApoA-l 
agonist taught by Dasseux et al. Finally all of the claimed elements, such as the 
peptides qualify as ApoA-1 agonist and peptides comprising SEQ ID NO:1 , 2, or 1 1 , 
were known in the prior art and one skilled in the art could have combined the elements 
as claimed by known methods with no change in their respective functions and the 
combination would have yielded predictable results to one of ordinary skill in the art at 
the time of the invention. 
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Claim Rejections - 35 USC § 103 

5. Claims 1 7-1 8, 22-28, 30-32 and 34 are rejected under 35 U.S.C. 1 03(a) as being 
unpatentable over Dasseux et al., (US Patent 6,004,925 published December 21 , 1999) 
in view of Rozek et al., ( Biochemistry. 1995. Vol. 34, pages 7401-7408). 

The claims are drawn to a method for treating a mammal suffering from or is at 
risk of developing sepsis or septic shock comprising administering to such mammal a 
therapeutically effective amount of a peptide and pharmaceutically acceptably adjuvants 
where the peptide comprises an amino acid sequence selected from SEQ ID NO:1 1, 
SEQ ID NO:2 and SEQ ID NO:1. 

Dasseux et al, teach apolipoprotein A-1 agonist compositions for treating 
disorders such as septic shock (col. 2, lines 55-5). Dasseux et al, teach the desire to 
mimic the activity ApoA-l with specific activities such as activation of LCAT approaching 
that of the native molecule (col. 1 1 , lines 50-55). Dasseux et al, teach the ApoA-l 
agonist are peptides that form amphipathic helices in the presence of lipids, bind lipids, 
form pre-B-like or HDL-like complexes, activate LCAT, increase serum levels of HDL 
fractions and promote cholesterol efflux (col. 1 1 , lines 55-60). Dasseux et al, teach the 
peptide design is based on the helical structure and amphipathic properties of 22 amino 
acid consensus sequence derived from the helical repeats of ApoA-l (col. 11, lines 61- 
67). Dasseux et al, teach the having negative charges being distributed on the rest of 
the hydrophilic face of the peptide (col. 20, lines 48-53). Dasseux et al., teach 
pharmaceutical formulations containing ApoA-l agonist and their use to treat diseases 
associated with endotoxemia, i.e., septic shock (col. 12, lines 14-21). Dasseux et al, the 
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agonist can be used to treat any animals, especially mammals, including humans for 
enotoxemia which results in septic shock (col. 49, lines 47-59). It is noted that sources 
of sepsis or septic shock can be caused by gram-negative or gram-positive bacteria. 
Dasseux et al, teach administering the peptide by any suitable route to ensure 
bioavailability (col. 52, lines 46-67) and pharmaceutical formulations including a wide 
variety of pharmaceutically acceptable adjuvant carriers (col. 48, lines 59-68). However 
Dasseux et al, do not teach administering SEQ ID NO:1 , 2 or 1 1 . 

Rozek et al., teach apolipoprotein C-l (ApoC-l) is an exchangeable apolipoprotein 
distributed mainly in HDL and VLDL, where HDL facilitates the uptakes of cholesterol 
(page 1858, col.1). Rozek et al., teach that LCAT is primarily activated by ApoA-l, 
whereas ApoC-l serves as the secondary activator and stimulates LCAT activity up to 
78% as effectively as ApoA-l (page 1858, col. 2). Rozek et al., teach ApoA-l having 
affinity for lipids (page 1859, col.1). The main structural motif which facilitates the 
interaction of the exchangeable apolipoprotein with lipids is the amiphipathic helix which 
is defined as an a-helix with opposing polar and nonpolar faces (page 1 859, col.1 ). 
Rozek et al., notes that Rozek et al., (Biochemistry 1995, Vol. 34:7401-7408) disclose 
peptides corresponding to the lipid binding domain of ApoC-l and is characterized by 
repeating amino acid motifs of 22 resides which form the amphipathic helical structure 
when associated with lipids (Rozek et al., (Biochemistry 1995, Vol. 34:7401). 
Furthermore ApoC-l directly increases HDL serum levels. Rozek et al., teach the 
hydrophobic side chains are exclusively on the concave face, forming two hydrophobic 
clusters; there are positively charged side chains at the interface of the peptide and the 



Application/Control Number: 1 0/51 9,41 7 Page 8 

Art Unit: 1645 

negatively charged side chains are located on the hydrophilic face of the molecules 
(page 1863-4, col. 2-2). Furthermore, Rozek et al., disclose peptides comprising amino 
acid sequences from SEQ ID NO:1 1 , 2 and 1 . 

Therefore it would have been prima facie obvious at the time of applicants' 
invention to apply the peptide comprising the amino acid sequence as taught by Rozek 
et al., into the method for treating a mammal suffering from or is at risk of developing 
sepsis or septic shock comprising administering a therapeutically effectively amount of a 
peptide and pharmaceutically acceptably adjuvants as taught by Dasseux et al., in order 
to provide an apolipoprotein A-l agonist composition for treating endotoxemia or septic 
shock. One of ordinary skill in the art would have a reasonable expectation of success 
by including ApoC-l peptide within the composition of method of treating sepsis or shock 
because Dasseux et al, teach the using peptides that mimic the activity ApoA-l such as 
activation of LCAT and Rozek et al., teach the ApoC-l peptide has said ability. 
Furthermore, no more than routine skill would have been required to include the ApoC-l 
peptide because Rozek et al., teach that the ApoC-l peptide forms amphipathic helices 
in the presence of lipids, bind lipids with its lipid binding domains, increases serum 
levels of HDL fractions and promotes cholesterol efflux, just as required of an ApoA-l 
agonist as taught by Dasseux et al. Finally all of the claimed elements, such as 
peptides that qualify as ApoA-1 agonist and peptides comprising SEQ ID NO:1 , 2, or 1 1 , 
were known in the prior art and one skilled in the art could have combined the elements 
as claimed by known methods with no change in their respective functions and the 
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combination would have yielded predictable results to one of ordinary skill in the art at 
the time of the invention. 



Response to Arguments 

6. Applicant's arguments filed August 16, 2010 have been fully considered but they 
are not persuasive. It is noted that the response argues both the 103 together in view 
the rejections use of similar art; therefore the response will address the arguments in 
kind. 

Applicants assert that the structures involved in LPS binding in ApoC(1), ApoE(2) 
and ApoA1 are not necessarily equal to their lipid binding helical structures. However 
Applicants mere arguments without any scientific evidence to support such a position is 
not persuasive. Contrary to applicants assertion, the prior art teaches the related 
functions of the apolipoproteins along with peptide design similarities. Dasseux et al, 
teach the desire to mimic the activity ApoA-l with specific activities such as activation of 
LCAT approaching that of the native molecule. Dasseux et al, teach the ApoA-l agonist 
are peptides that form amphipathic helices in the presence of lipids, bind lipids, form 
pre-B-like or HDL-like complexes, activate LCAT, increase serum levels of HDL 
fractions and promote cholesterol efflux. Rozek et al., disclose ApoC-l peptides 
corresponding to the lipid binding domain of ApoC-l and are characterized by repeating 
amino acid motifs which form the amphipathic helical structure when associated with 
lipids; thereby meeting the requirements of Dasseux et al., ApoA-1 agonist; which 
provides motivation for combining the references. 
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Applicants assert "..that not all peptides based on apolipoproteins do bind LPS 
and lipid binding and LPS binding are mediated by different structural elements, of 
which the LPS binding elements are only present in some apolipoproteins and when 
present can be structurally very different between apolipoproteins..." In response to 
applicant's argument, the examiner's conclusion is not based upon the similarities of 
ApoA-l and ApoC-l; rather the Examiner's reasoning is based upon the teachings of 
Dasseux et al., who use ApoA-l agonist for treating sepsis, and teach specific structural 
qualities need by peptides to be useful peptides within the method of treating along with 
the prior art teachings that Rozek et al., which teach peptides encompassing the 
structural requirements and having the needed abilities to meet the qualifications for 
being ApoA-l agonist. The issue is not that all apolipoproteins bind by the exact same 
mechanism or have the exact same structure; rather the issue is that the 
apolipoproteins of Rozek et al., meet the limitations taught by Dassuex et al. 

Therefore applicants arguments about the differences and general conclusions 
about ApoA-l and ApoC-l are not persuasive since the rejection is on the grounds that 
all of the claimed elements, such as the peptides qualifying as ApoA-1 agonist and 
peptides comprising SEQ ID NO:1 , 2, or 1 1 , were known in the prior art and one skilled 
in the art could have combined the elements as claimed by known methods with no 
change in their respective functions and the combination would have yielded predictable 
results to one of ordinary skill in the art at the time of the invention. 

Applicants assert that it is not possible to predict the LPS binding and the effect 
on sepsis of ApoCI from structural and functional properties of ApoA1. However 
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Applicant is remind that there is no requirement for such. In this case, the examiner's 
conclusion is not based upon the similarities of ApoA-l and ApoC-l; rather the 
Examiner's reasoning is based upon the teachings of Dasseux et al., use of ApoA-l 
agonist for treating sepsis, along with Dasseux et al., teaching of specific structural 
qualities need by peptides to be useful peptides and the prior art teachings that Rozek 
et al., teach peptides encompassing the structural requirements and having the needed 
abilities to meet the qualifications for being ApoA-l agonist. 

Applicants urges that it is interesting that the effects of ApoA1, ApoE and ApoCI 
re very different. However this observation is not persuasive. It is noted that the 
observed differences upon which applicant relies are not recited in the rejected claims. 
Although the claims are interpreted in light of the specification, limitations from the 
specification are not read into the claims. See In re Van Geuns, 988 F.2d 1 181 , 26 
USPQ2d 1057 (Fed.Cir. 1993). 

Finally, applicants assert that the assumption that any ApoA-l agonist, where the 
agonist activity would be structurally related, would have the desired therapeutic effects, 
fails because of the inherent variability of structurally related activity of the 
apolipoproteins. However, arguments about the differing structural similarities and 
differences as argued by applicants is not persuasive, since the rejection is based on 
peptides which act as ApoA-l agonist, not about the differences between ApoA-l, AopE 
and ApoC-l. Accordingly, the arguments about the size difference between the 
apolipoproteins are not persuasive in view of the art teachings. Moreover, applicants 
arguments about the differences between ApoA-l and ApoC-l are not persuasive since 
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the rejection is on the grounds that all of the claimed elements, such as the peptides 
qualifying as ApoA-1 agonist and peptides comprising SEQ ID NO:1 , 2, or 1 1 , were 
known in the prior art and one skilled in the art could have combined the elements as 
claimed by known methods with no change in their respective functions and the 
combination would have yielded predictable results to one of ordinary skill in the art at 
the time of the invention. 

Therefore applicants' arguments and observations are not found persuasive and 
the rejection is maintained. 

Conclusion 

7. No claims allowed. 

8. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Ja-Na Hines whose telephone number is 571-272-0859. 
The examiner can normally be reached Monday thru Thursday. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor Larry Helms, can be reached on 571-272-0832. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 

/JaNa Hines/ 
Examiner, Art Unit 1645 



/Mark Navarro/ 

Primary Examiner, Art Unit 1645 



